.
It is becoming increasingly evident that the clinical features attributable to this syndrome are confined very largely to errors of development involving the same systems. The phenotypic manifestations, however, range from severe holoprosencephalies incompatible with life, to cases with various mild abnormalities of the eyes, nose, mouth, ears, and teeth. All are mentally defective. In contrast to trisomy D, extracephalic malformations are absent or trivial.
In addition to these physical and mental stigmata, dysgammaglobulinaemia has recently been associated with deficiencies involving chromosome No. 18. To date, an absence of serum and salivary IgA has been reported in two cases of deletion of the short arm (D. Daentle and D. Smith, 1968, personal com- munication to Stewart et al., 1968; Ruvalcaba and Thuline, 1969) , two cases of deletion of the long arm (Stewart et al., 1968; Feingold et al., 1969) , and in two persons with a ring chromosome 18 (Finley et al., 1968; Feingold et al., 1969) . We wish to report a case investigated in our clinic in which a presumptive short arm deletion of chromosome 18 is associated with an absence of IgA in the serum.
Case Report
The patient, a girl aged 14 years, presented with a history of juvenile metrorrhagia. She was an only (Becker et al., 1968) .
Electrophoretic serum protein fractions were determined by means of cellulose acetate electrophoresis.
Sedimentation analysis was performed on the analytical ultra-centrifuge (Spinco model E) at 52,640 r.p.m. (220-000 g). The results of the serum analyses are summarized in Table II . While the IgG and IgM proteins 
Be(a-) Tables III and IV. There were no abnormalities of the palmar crease of the left hand. On the right hand the third finger crease was split, the ulnar portion which reached to the base of the fourth finger was transverse, the other curved and ended in the second interdigital space.
The richness of patterns on the soles was striking (Table IV) (German, 1966 (Pfeiffer, 1966) . Most cases occurred spontaneously, but in three families the disease was transmitted, once through maternal mosaicism (Uchida et al., 1965) and twice through unbalanced transmission in a translocation heterozygote (Lejeune et al., 1966; McDermott et al., 1968) . As in other autosomal abnormalities, both the average maternal (35-6 years) and paternal (33 years) age was advanced in those cases arising spontaneously; 17 were female and 7 were male. In its mild form the cardinal signs of this syndrome are mental deficiency, a variety of eye defects, and a facies characterized by a flat or saddle nose, malformed ears, and dental caries. Short stature, a short neck with or without webbing, and mild deformities of fingers and toes with partial fusion are sometimes present. Endocrine disorders are described in three cases, two having a mild hypothyroidism (Biihler, Biihler, and Stalder, 1964 Mann, 1964) .
Mental retardation, craniofacial dysplasia, and eye defects are present in most cases of chromosomal abberration, indicating that a large number of loci, widely distributed over the genome, are responsible for the development of the cranial area. However, the presence of these signs in association with mild deformities of the hands and feet and no other major extracranial abnormality should allow a clinical diagnosis of a possible deletion of the short arm of chromosome 18 to be made. Alopecia has now been described in two cases (Uchida et al., 1965; Jacobsen and Mikkelsen, 1968) and a uni or bilateral ptosis in nine (F. J. W. Lewis, R. H. Poulding, and G. Woods, 1963, personal communication to Uchida et al., 1965; Uchida et al., 1965; Grouchy, Bonnette, and Salmon, 1966; Lejeune et al., 1966; Coetsier and Orye, 1967; Reinwein et al., 1968; Gilgenkrantz et al., 1968; Jacobsen and Mikkelsen, 2 cases, 1968) . The presence of either of these signs in association with the aforementioned stigmata of mild cranio-facial dysplasia should strongly support a diagnosis of this autosomal deletion. Points of differential diagnosis between 18p -and the two other well-documented autosomal deletion syndromes are the presence of cardiac signs in cases of deletion of the long arm of chromosome 18 (Reinwein et al., 1968) and severe hypertelorism and micrognathia combined with cardiac signs and the characteristic cry in the cri du chat syndrome (James et al., 1969a) . Multiple systems are usually involved in both the trisomy D and E syndromes (James et al., 1969b; James, Belcourt, and Janower, 1969c) .
The case described by Pfeiffer (1966) of a female infant with microcephaly, absent nasal bones, and a severe median cleft of the lips and palate could be considered a link between the mild and severe manifestations of this syndrome. Though no mention is made of the absence of a philtrum in this infant, the description given and the accompanying picture would suggest this to be the case. Landau, Barry, and Koch (1963) , describing a case of arrhinencephaly with a normal chromosome complement, state that even in extensive bilateral clefts of the lips the philtrum is present. Absence of the philtrum is extremely rare and when present should suggest arrhinencephaly. The five cases so far reported, of short arm deletion of chromosome 18 with craniofacial abnormalities incompatible with life, represent various grades of holoprosencephaly, two having cyclopia, two cebocephaly, and one arrhinencephaly with bilateral clefts of lips and palate. Significant extracranial abnormalities were absent.
Holoprosencephaly is a term used to describe a group of teratological entities exhibiting anomalous development of the nose, mouth, ears, defective development of olfactory and optic structures, and impaired midline cleavage of the embryonic forebrain (Gorlin, et al., 1968) . The term arrhinencephaly is used to designate the neurological portion of this teratism, and is a constant feature of the trisomy D syndrome, usually in association with severe extracranial malformations (Miller et al., 1963) . Recently, however, two cases of cyclopia with trisomy D and no major extracranial malformations have been described (Arakaki and Waxman, 1969; Toews and Jones, 1968) . Both were females with normal external genitalia. In the first, postmortem examination was not allowed, but beyond an abnormal situation of the anal opening no external defects were noted. In the second case, rudimentary tubular structures were identified histologically in the region of the absent ovaries. No other abnormalities were present.
A normal karyotype has been reported in at least six cases of arrhinencephaly without extracranial manifestations (J. Lejeune, 1966 , personal communication cited by Cohen, 1966; R. C. Juberg, 1966 , personal communication to Cohen, 1966; Demyer and Zeman, 1963; Landau et al., 1963; Marshall et al., 1964; Schleiermacher and Schroeder, 1966) . The cyclops with mosaic chromosomal constitutions have also been described. The first had a monosomy for a group G chromosome in 22 of 104 cells analysed (Cohen, 1966) , and in the second a fragment was present in 30%o of cells from a fibroblast culture (Pfitzer and Muntefering, 1968) . A hypothesis to explain the occurrence of the wide variation in phenotype in cases of 18p -was suggested by Uchida et al. (1965) . She postulated that genes on the remaining short arm of chromosome 18 would determine the phenotype, and that a hemizygous recessive gene in a deficient heterozygote could account for cases of arrhinencephaly. Her two transmitted cases were the progeny of different fathers, one mildly affected child and one infant with cebocephaly being produced. Gorlin et al. (1968) The investigations recorded in Table I were carried out at the Serological Institute, University of Vienna, by Professor Dr. P. Speiser.
